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Background
The drug licensing regulatory system ensures that mar-
keted drugs to be used, meet the high standards and re-
quirements for quality, efficacy and safety. Unfortunately, 
in practice, prescribers are often obliged to deviate from 
granted medicine marketing authorisation, due to the lack 
of availability of appropriate medicines for patient’s thera-
peutic needs and progress. This concept of medicines use 
not mentioned in the approved labelling (FDA Modern-
ization Act) or outside of the terms of Summary of Prod-
uct Characteristics regarding indication, age, dosage, phar-
maceutical form and route of administration (British NHS 
Guideline) is defined as off-label use of licensed medicines.
On the global level, many supportive  evidence and 
health care needs confirm that off-label medicines use 
occurs in every country and each level or specialty area 
of  healthcare (Conroy, 2003). Moreover, it is an integral 
part of  Good Medical Practice and may provide the best 
available option or even the standard of care in a particu-
lar health condition (Dresser and Frader, 2009). In general, 
this concept is legal and may be appropriate, but it can be 
associated with safety, clinical and ethical concerns, em-
phasizing the increased incidence of adverse events associ-
ated with off-label medicines uses in particularly vulnera-
ble patient groups (Gazarian and Kelly, 2006). 
A concerning issue is that the majority of all off-la-
bel uses have limited to no scientific support (Radley et al., 
2006) and a considerable number of prescribers have no or 
limited knowledge about off-label medicine use or do not 
meet regulations regarding off-label use, if they exist. (Pi-
ñeiro Pérez et al., 2014). 
Experience shows that to ensure the quality of off-la-
bel use of medicines, there should be a formal mechanism 
to assess the feasibility, monitoring the safety and efficien-
cy of medication used based on this concept.Thus, in con-
tinuum, the off-label use of medicines has been an essen-
tial part of the ethical and legal considerations as well as, 
many regulatory initiatives. 
The overall objective is to present a model regulatory 
framework setting out guidelines and recommendations for 
quality use of off-label medicines within the national pro-
file of health care policy. 
A literature search was undertaken to identify the is-
sues and challenges related to off-label medicines use in-
cluding clinical, safety and ethical concerns. 
Recommendations for model framework 
Principles of good practice for off-label use of med-
icines should include the following elements: identifying 
the medical needs; compilation of a consensus list of ac-
cepted, scientific based off-label uses; creating an official 
expert group for the evaluation and approval of specific off-
label uses; and, providing a safe and effective supply. The 
main guiding principles and developed activities to sup-
port a responsible decision-making with regard to off-la-
bel medicines include: 1) the medical need- the best avail-
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able treatment in cases of specific characteristics when au-
thorized medicines cannot meet the patients’ need; 2) suf-
ficient scientific basis and/or clinical practice experience 
to justify their action. Distinguish the routine off-label use, 
which is the use of these medicines based on “high qual-
ity” evidence and the use in specific exceptional circum-
stances; 3) information duty and a high degree of respect 
for patient rights, involving the patient/carer in decision-
making process; 4) monitoring and reporting the outcomes, 
efficiency and adverse reactions; 5) considering self-mon-
itoring of prescribing practices, liability and accountabili-
ty. An additional special responsibility which among others 
falls on pharmacists should be to ensure that the prescrib-
er is conscious for off-label prescribing and the reasons for 
that 6) production of compendia of certain medicines, en-
listing those off-label uses judged to be legitimate.7) fi-
nancial sustainability of an off-label use in medical prac-
tice. Before deciding to compound a patient-specific prep-
aration, a step by step evaluation of alternatives should be 
made. These alternatives include a therapeutic alternative, 
dose rounding or manipulation of licensed dosage forms 
(splitting tablets, crushing tablets/opening capsules, dis-
persing their content in water or food, splitting supposito-
ries, the use of a preparation designed for another route of 
administration). 
Conclusion
Prescription, compounding, dispensing and adminis-
tration of off label use of medicines should be regulated 
within the national profile of health care policy.
The regulation regarding the practice of off-label med-
icine use differs between countries. Some countries have 
this practice regulated by law, while in others it is cov-
ered by good practice regulations or general profession-
al recommendations and ethical standards. Assuming that 
there is no any general rule to regulate the “accurate” off-
label use of medicines it is of paramount importance for 
the countries to find a national solution to fulfil the ethical 
and legal demand, especially in the areas of pharmaceuti-
cal law and health insurance law. The common elements of 
these regulatory frameworks are the physicians’ freedom to 
prescribe off-label medicines if the scientific evidence ex-
ists and the need to inform patients when making this deci-
sion. Making policy efforts, by adopting appropriate guide-
lines for off-label medicines use, based on scientific evi-
dence, with specifications of healthcare professionals’ re-
sponsibilities and a registry of off-label drug use in every 
day practice, would make possible a valuable approach to-
wards ensuring a quality use of these medicines. Recom-
mended solutions, as practiced in some countries, would 
support prescribes in more direct and  active approach to 
handle the ethical and legal phenomenon  associated with 
the off-label use of medicines
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